
 

 

November 14, 2018 

 

 

Dockets Management Branch (HFA-305)  

Food and Drug Administration  

5630 Fishers Lane, Rm. 1061  

Rockville, MD 20852  

 

 

 

Re: Docket No. FDA–2018-D-2258: FDA Draft Guidance, Human Gene Therapy for 

Rare Diseases. 

 

Dear Sir/Madam:  

 

The Biotechnology Innovation Organization (BIO) thanks the Food and Drug Administration 

(FDA) for the opportunity to submit comments regarding Human Gene Therapy for Rare 

Diseases. 

 

BIO is the world's largest trade association representing biotechnology companies, academic 

institutions, state biotechnology centers and related organizations across the United States 

and in more than 30 other nations. BIO members are involved in the research and 

development of innovative healthcare, agricultural, industrial, and environmental 

biotechnology products. 

 

We applaud the FDA for putting forth this guidance to assist stakeholders developing human 

gene therapy (GT) products for the treatment of rare diseases. The Draft Guidance is 

reflective of the Agency’s experience gathered over the past decade on the evaluation of 

safety of gene therapy products.  

 

In line with the ongoing efforts by the FDA to further modernize the regulatory review 

process, FDA should keep in mind that complex innovative designs might be fit-for-purpose 

to execute clinical trials of GT products for rare diseases. Consequently, BIO suggest the 

Agency provide regulatory flexibility in its guidances to allow for innovative clinical trial 

designs, and to not use otherwise limiting language such as those recommending specific 

number of treatment arms, utilizing different doses but the same product administration 

procedures, or the inclusion of a sham control group. Use of innovative clinical trial design 

can decrease unnecessary and unethical patient exposure to clinical procedures and 

experimental products while still advancing clinical development. Along these lines the 

Agency should consider inclusion of GT Programs into the recently launched Complex 

Innovative Designs Pilot Meeting Program.1  

 

Regarding inclusion of patient experience, BIO believes additional guidance from the Agency 

would be helpful on what types of patient experience data may be the most useful to inform 

regulatory decision-making. We recognize the Agency is working on developing separate 

                                                 

1 https://www.fda.gov/NewsEvents/Newsroom/FDAInBrief/ucm618829.htm 

https://www.fda.gov/NewsEvents/Newsroom/FDAInBrief/ucm618829.htm
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guidance on patient experience and would welcome the opportunity to work with the Agency 

on incorporating the patient voice and provide additional thinking on this topic.  

 

BIO appreciates this opportunity to submit comments regarding FDA’s Draft Guidance, 

Human Gene Therapy for Rare Diseases. Below we have provided additional detailed 

comments. We would be pleased to provide further input or clarification of our comments, 

as needed. 

 

     Sincerely, 

 

           /S/ 

 

     Sesquile Ramon, Ph.D. 

     Director, Science & Regulatory Affairs 

     Biotechnology Innovation Organization 

 

 



 

 

 

 

 

SPECIFIC COMMENTS 

 

SECTION ISSUE PROPOSED CHANGE 

I. INTRODUCTION 

II. BACKGROUND 

Lines 38-40 Together with the difficulty to recruit patients, the 

Agency should recognize the challenges with small 

population size. 

BIO suggested edit: “For example, the limited patient 

population does not allow for large randomized clinical trials.  

Further, it might be more difficult to find and recruit patients 

with rare diseases into clinical trials.” 

 

III. CONSIDERATIONS FOR PRODUCT DEVELOPMENT 

Lines 63-66 It is unclear what the features of a “a well-controlled 

manufacturing process” would be and what the FDA’s 

expectations are regarding a “well-controlled 

manufacturing process” at this stage of development. 

FDA should provide additional guidance on the features of a 

“a well-controlled manufacturing process” and what their 

expectations are regarding a “well-controlled manufacturing 

process”. 

 

Lines 63-70 The text is limiting and should be revised.  

 

BIO suggested change: These factors make it even more 

critical that a sponsor of a GT product for a rare disease 

establish a well-controlled manufacturing process along with 

suitable analytical assays to assess product CQA as early in 

development as possible, optimally before administration of 

the GT product to the first subject. When changes are 

necessary, they are managed under a robust change control 

mechanism that assesses any change for impact on the 

product and the patient / subject. Importantly, as the phase 

1 study may provide evidence of safety and effectiveness, 

characterization of product CQA and manufacturing CPP 

should be implemented during early clinical development, 

and innovative strategies such as the production of multiple 

small lots versus a single large product lot may be 

considered.  
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SECTION ISSUE PROPOSED CHANGE 

Lines 66-69 Characterization of manufacturing CPPs during early 

clinical development is not appropriate considering the 

likely additional changes to the manufacturing process.  

The recommendation for manufacturing CPPs should 

depend on a case by case basis depending on the stage 

of development and maturity of the manufacturing 

process. 

 

The recommendation for manufacturing CPPs should be on a 

case by case basis depending on the stage of development 

and maturity of the manufacturing process. 

Lines 83-86 At early stages Sponsors may often not have the potency 

fully established. 

BIO suggested change: “Potency assays are critical to assess 

product functional activity, consistency, stability, and to 

provide evidence of comparability after changes to the 

manufacturing process. Therefore, we strongly encourage 

the evaluation of multiple product characteristics that could 

be used to establish a potency test surrogate potency test 

during initial clinical studies.” 

 

Line 95-100 BIO agrees in principle with FDA's recommendation. 

However, locking down a commercial process before 

pivotal studies is often challenging for rare diseases. Due 

to the rapid development pace of these programs, it may 

be difficult to implement a commercial process prior to 

initiating clinical trials which provide substantial evidence 

of effectiveness for BLA. Although the particulars of how 

commercial process material is integrated into pre-BLA 

programs are unique for every case, it would be helpful 

to have some language here which recognizes this 

common situation.  

 

BIO recommends adding the following statement: 

"Importantly, if product comparability cannot be 

demonstrated, additional clinical studies may be needed. In 

cases where manufacturing changes in support of 

commercial production are unavoidable once such clinical 

trials have begun, sponsors are encouraged to discuss these 

considerations with OTAT via an End-of-Phase (EOP) or Type 

C meeting.” 

Line 100 The Draft Guidance would benefit from an example on 

product-specific stability consideration for discussion with 

OTAT.  

BIO suggests the following language (taken from the EU 

Guidelines on Good Manufacturing Practice specific to 

Advanced Therapy Medicinal Products): “Importantly, if 

product comparability cannot be demonstrated, additional 

clinical studies may be needed. Stability studies should 

generally be performed on the finished product (i.e. as 
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SECTION ISSUE PROPOSED CHANGE 

released by the manufacturer). The use of surrogate 

materials (i.e. material derived from healthy volunteers) is 

acceptable in case of autologous products (or matched donor 

scenario) where the batch needs to be administered in its 

entirety to the patient.” 

 

IV. CONSIDERATIONS FOR PRECLINICAL STUDIES 

Lines 132-134 Adequate volumes of lymph node fluid or CSF from 

animal studies, especially from rodents/mice, are not 

possible.  Studying these samples may require pooling, 

which is typically not optimal for these studies. 

BIO suggested edit: “These data encompass the distribution 

profile of the vector from the site of administration to target 

and non-target tissues, including biofluids (e.g., blood, 

lymph node fluid, cerebrospinal fluid (CSF)) as applicable.” 

 

Lines 134-137 The draft guidance states that data from biodistribution 

studies can be used to “evaluate whether expression is 

transient or persistent” It is unclear what the Agency 

means by “persistent” 

We request that the FDA should clarify what is meant by 

"Persistent.” The expected length of biodistribution study 

that discriminates between transient and persistent 

expression should be included. 

 

V. CONSIDERATIONS FOR CLINICAL TRIALS 

a. Study Population 

Lines 195-201 The recommendation to develop a companion diagnostic 

to detect antibodies to GT products is unnecessary in 

cases where said diagnostic already exists.   

BIO suggested edit: In such cases where a diagnostic does 

not exist, the sponsor should consider contemporaneous 

development of a companion diagnostic to detect antibodies 

to the GT product. 

 

Lines 203-208 FDA should consider expanding the Safety section 

beginning at line 317 – GT patients will have active 

ongoing monitoring and, consequently, higher level of 

adverse event reporting compared to more traditional 

products. 

BIO suggested edit: “Severity of disease should be 

considered in designing clinical GT trials (Ref. 8), as well as 

the anticipated risk and potential benefits to subjects. 

Subjects with severe or advanced disease might experience 

confounding adverse events that are related to the 

underlying disease rather than to the GT product itself; 

however, they may be more willing to accept the risk of an 

investigational GT product in the context of the anticipated 
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SECTION ISSUE PROPOSED CHANGE 

clinical benefit. Pharmacovigilance systems should actively 

monitor each recipient of a GT product.” 

 

b. Study Design 

Lines 242-245 The draft guidance states that “The randomized, 

concurrent-controlled trial is generally considered the 

ideal standard for establishing effectiveness and 

providing treatment-related safety data” However, while 

randomized, concurrent-controlled trials are the ideal, 

they are often not possible in rare disease gene therapy 

development.  

 

While in most cases, a randomized, concurrent-controlled 

trials are the preferred, the challenges inherent in rare 

disease patient recruitment require alternative clinical trial 

designs. Therefore, we request that the text in the draft 

guidance should be aligned to reflect that alternative designs 

would be considered and accepted by the FDA 

Lines 251-253 Implementing the recommendation as drafted may be 

very difficult in the patient cohort being treated. 

BIO suggested edit: “To promote interpretability of data for 

studies that enrol subjects with different disease stages or 

severities, where possible, sponsors should consider 

stratified randomization based on disease stage/severity.” 

 

c. Dose Selection 

Lines 298-300 The recommendation to evaluate two or more dose levels 

is potentially unethical as it could lead to dosing patients 

with a sub-therapeutic dose of gene therapy  

 

We request that the FDA revise the text of the draft 

guidance to make clear that no doses studied should be sub-

therapeutic 

Line 300 The guidance recommends that placebo controls should 

be added to each dose cohort. 

BIO recommends removing the recommendation for “placebo 

controls” in each dose cohort because it conflicts with 

recommendations elsewhere in the guidance where the 

Agency indicates flexibility on alternative trial designs, which 

may not encompass placebo controls. 

 

Lines 306-308 The recommendation to validate biomarkers is extremely 

difficult, especially for rare diseases with limited patient 

populations. Use of novel, including exploratory, 

biomarkers should be encouraged. 

BIO suggested edit: Efforts should be made early in the GT 

product development program to identify and validate 

biomarkers leveraging all available information from 

published investigations for the disease of interest (or 

related diseases) (Ref 

https://www.fda.gov/Drugs/DevelopmentApprovalProcess/Dr

https://www.fda.gov/Drugs/DevelopmentApprovalProcess/DrugDevelopmentToolsQualificationProgram/BiomarkerQualificationProgram/ucm535922.htm
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SECTION ISSUE PROPOSED CHANGE 

ugDevelopmentToolsQualificationProgram/BiomarkerQualific

ationProgram/ucm535922.htm). 

 

d. Safety Considerations 

Lines 317-321 The monitoring plan should also be based on the disease 

and the treatment required.  

 

BIO suggested edit: “Clinical trials should include a 

monitoring plan that is adequate to protect the safety of 

clinical trial subjects. The elements and procedures of the 

monitoring plan should be based upon the patient’s disease, 

what is known about the GT product, including its dosing 

frequency, preclinical toxicology, as well as CMC information, 

and, if available, previous human experience with the 

proposed product or related products (Ref. 8).”  

 

VI. EXPEDITED PROGRAMS 

Lines 398-408 Section 3012 of the 21st Century Cures Act provides for 

an expedited pathway to advance genetically targeted 

drugs for rare diseases. Thus, the Draft Guidance should 

reference Section 3012 of Cures. BIO acknowledges that 

additional guidance may be needed to provide greater 

clarity on meeting the provisions of Section 3012 (which 

may have similarities to Section 3031 Summary Level 

Review). 

 

BIO recommends the Draft Guidance reference Section 3012 

of 21st Century Cures Act. 

 

 

 

https://www.fda.gov/Drugs/DevelopmentApprovalProcess/DrugDevelopmentToolsQualificationProgram/BiomarkerQualificationProgram/ucm535922.htm
https://www.fda.gov/Drugs/DevelopmentApprovalProcess/DrugDevelopmentToolsQualificationProgram/BiomarkerQualificationProgram/ucm535922.htm

